SURVIVAL TIME OF HIV-INFECTED PATIENTS WITH
CRYPTOCOCCAL MENINGITIS

SUTHAT CHOTTANAPUND

A THESIS SUBMITTED IN PARTIAL FULFILLMENT
OF THE REQUIREMENTS FOR
THE DEGREE OF DOCTOR OF PHILOSOPHY
(TROPICAL MEDICINE)
FACULTY OF GRADUATE STUDIES
MAHIDOL UNIVERSITY
2007

COPYRIGHT OF MAHIDOL UNIVERSITY



Fac. of Grad. Studies, Mahidol Univ. Thesis / v

[ ana 91 s 9 A Y [ tﬂy
ﬂﬂﬂﬂﬁﬁ’f)ﬂ“lf’msll’f)\iQﬂ?ﬂjiﬂlﬂﬂﬁﬂﬂﬁﬂnmm3ﬂ“l)’f]l!mﬂlﬂﬂﬂi]ﬁ'uﬁ]ﬁ@ﬂlﬂ"ﬂmﬂl%ﬂ

Cryptococcus neoforman.

(SURVIVAL TIME OF HIV-INFECTED PATIENTS WITH CRYPTOCOCCAL
MENINGITIS)

o 4 @
gl Tsauzius 4736999 TMTM/D
o
Us.9. (01g3mansiunion)
AMZATTUMIAILANINGINUS: 1szan) FanAuus Ph.D., 95dia uAf91a Ph.D., NilBg

4 4
$1gya¥ad Ph.D., 35 al uTugns wu.

v 1

UNAAYD

v A

A Y o w 9 9 o A 1= ] dy
itosnnludlszme Inedalidedrialumsldedlhiands g uaz luliosinge
. 91 a A I ) A 9 Y &
51 flucytosine lumsquadihedaFoeadniianzunsndounnboiuauoidniduINo
Cryptococcus neoforman Melavasinasinay msaniladedes tazszeznaimsseadig
I o 1 1 2
awnso lmiunuamelsudyaamsauadihelunquiila
=3 z;‘d = Y @ PR a dy S 9 A
msaniidunnnyszdeudounasludihedaseoadnilannzunsndounnite
Y [ dy =) = aa J 91
ANEANOIBNAVNINED Cryptococcus neoforman 1TsuionszeznaInssondinszninegie
A Yo 9 o 1oAY ) Yo P o oA =2 A o
n1dsvendu e dunquit T ldsund e ssunudeuunsiny 2545 DudpusuNAl
2547 Tuaaiuaausgs
dihen1asundm hialiengmae 33.426.9 3 dihen luldsvendwhialiongaas
= T Y ] ] 3 1 I l = <3 A A AaA
33.6+7.0 ¥ wunihedmlngvesnsdesnguilumanes aundevouiintonuviaga 4
1 1 { [ [ d A aa U 1 1 ] [ [
Tunquiihen lasuenduh5ade 20 (6-74) ivad/iiaaans Tunquidhen liyldsuendm e
Jd A aa U [ [ a 4 4
flo 24 (9-72) waa/tanans Jilelszunm 30 % elasumssnu lsadaFounsndoudun

v
= =

1 J " Yo 9 o 1 S Aa A v v dil
noy ‘W‘U’J'lﬂﬁVliJvlﬂi‘]JEJW]'I“LJhl’Ji’ﬁi]$Nﬂ’)'liJL’(:‘fEJW]E]ﬂﬁlﬁﬂ"h"miﬂﬂl,ﬂﬁlﬂuﬁiﬁlﬂﬂﬂLﬁ‘lJiﬂﬂL‘]f?J

~

Cryptococcus neoforman umﬂ’hﬂ’cjum"lﬁ%’ums?ﬁu”lﬁﬁ 4.87 111 (95%CI1 = 2.48-9.44, p < 0.01)

]
1 ~

o Aa Yo ] o A A 1A
E]G]fl”lﬂ'lji’f]ﬂﬁlf:]ﬁelurlaﬂlﬂllﬂjﬂEJ'Wnuhl')iﬁ‘V] 12, 24 110 36 1D @Qﬂ 92.8%, 87.4% Lia

Q

]
AA v

= [ ] A v o W [ VoA " Yo 9 [ aAa
85.4% Fauanawediivednnnungui bildsued e Alidasimsseadia 55.3%,
o w Aa = VoA ) Yo 9 o A
42.2% 1Az 36.8% AW (p < 0.01) szeznarseatiamaslungui lulasundu liade
= Y 9 [ [ a2 AAa d' Y [ dy
15U M3 Ienau higanioandasimsidedinangeuanew niduINso

Cryptococcus neoforman Gluéﬂ?ﬂlﬂﬂ?mﬁ

107 ¥




Fac. of Grad. Studies, Mahidol Univ. Thesis / iv

SURVIVAL TIME OF HIV-INFECTED PATIENTS WITH CRYPTOCOCCAL
MENINGITIS

SUTHAT CHOTTANPUND 4736999 TMTM/D
Ph.D. (TROPICAL MEDICINE)

THESIS ADVISORS: PRATAP SINGHASIVANON, Ph.D., JARANIT
KAEWKUNGWAL, Ph.D., KANITTHA CHAMROONSWASDI, Ph.D.,
WEERAWAT MANOSUTHI, M.D.

ABSTRACT

There are limited clinical data for survival rates among HIV-infected patients
with cryptococcal meningitis as a co-infection, the impact of antiretroviral therapy
(ART) and antifungal drugs on clinical outcomes in a resource-limited setting such as
Thailand (no flucytosine, combined triple-drug therapy with NVP-based regimens).
Therefore, a study of survival times among these patients would be beneficial for the
development of effective guidelines for treating HIV-infected patients with
cryptococcal meningitis in a resource-limited setting. This study also identified
potential mortality risk factors among these patients.

A retrospective cohort study was conducted by reviewing the medical records
of HIV-infected patients with newly diagnosed cryptoccocal meningitis, during the
period January 2002-December 2004. All patients were classified into one of two
groups: (1) those undergoing anti-retroviral therapy (ART), and (2) those not (non-
ART).

There were 281 (51.2%) patients in the ART group and 268 (48.8%) in the
non-ART group. In the ART group, the mean age was 33.4+6.9 years, with 33.6+£7.0
in the non-ART group. There were more males in both groups of patients. Baseline
CD4 cell counts for each group was 20 (6-74) cells/ ml and 24 (9-72) cells/ ml,
respectively. About 30% of both groups had experienced a major opportunistic
infection before cryptococcal meningitis. All patients were given standard
amphotericin B treatment for 2 week, followed by fluconazole for a further 8 weeks.
The baseline characteristics of the two groups were similar (p > 0.05). In the ART
group, the survival rates at 12, 24, and 36 months were 92.8, 87.4, and 85.4%,
respectively. In the non-ART group, the rates were 55.3, 42.2, and 36.8%,
respectively. The survival rates of the two groups were significantly different (p <
0.01). The median survival time in the non-ART group was 15 months. Cox
regression-model analysis revealed that the hazard ratio for “non-ART” was 4.87
(95%C1 = 2.48-9.44, p < 0.01), compared with the ART group. This study
demonstrated a substantial increase in survival time for HIV-infected patients with
cryptococcal meningitis treated with ART, even in a resource-limited setting (no
flucytosine, combined local antiretroviral drugs with NVP-based regimens).
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